regarding IL23 (276 vs 262 pg/ml, p>0.4) and IL17 levels (184 vs 233 pg/ml, p>0.2). Only 22 (6.6%) AS patients carried the protective rs11209026 A allele, while 206 (61.7%) carried the rs11209032 A risk allele (p=0.03). There was no demonstrable influence of individual genotypes (A vs G, AA vs AG vs GG) or haplotypic combinations on BASFI, spinal function tests, CRP, ESR, IL-23 or IL-17 levels (all p>0.3) Conclusions: While there is a high prevalence of the IL-23R rs11209032 A risk allele in Caucasian AS patients, this has no demonstrable bearing on clinical disease measures or serum IL-23 and IL-17 levels.
FRI0428 THE JAK1-SELECTIVE INHIBITOR, FILGOTINIB, INHIBITS INFLAMMATION PATHWAYS OBSERVED IN AN IL23-INDUCED PSORIATIC ARTHRITIS MOUSE MODEL
and IL-23 which are targets of current treatments, suggests that novel therapies may benefit patients. The JAKs (a family of 4 non-receptor tyrosine kinases) are crucial for the signaling of many pro-inflammatory cytokines. In this regard, the JAK1-selective inhibitor filgotinib (GLPG0634, Background: Ankylosing spondylitis (AS) is a chronic inflammatory disease, of unknown aetiology, associated to the development of several comorbidities such as atherosclerosis. Splicing is a post-transcriptional process involved in the RNA maturation. Recent studies have revealed that a pathological dysregulation of the splicing machinery or spliceosome is associated to several human diseases. Yet, the spliceosome alterations have not been described in AS.
Objectives: 1) To analyze whether dysregulation of the spliceosome is present in AS. 2) To evaluate the association between the alteration of this process and the clinical, inflammatory, oxidative, and atherogenic profiles present in this pathology. Methods: Fourteen AS patients and 14 healthy donors (HDs) were included in the study. Disease function and activity status were analyzed using the BASFI and BASDAI. The expression of selected components of the major-(n=12) and minor-spliceosome (n=4), and splicing factors (n=28) was evaluated in purified monocytes, lymphocytes and neutrophils from patients and HDs (n=14 each) by Fluidigm methodology. Oxidative stress, inflammation and atherogenesis were evaluated by flow cytometry and RT-PCR. Endothelial function was determined by the post occlusive hyperaemia test using Laser-Doppler. Results: Compared to HDs, a significant dysregulation in the expression of relevant splicing factors and spliceosome components was found in all the leukocyte subtypes from AS patients, being neutrophils which displayed higher number of altered molecules. Interestingly, a specific altered profile of major-and minor-spliceosome members, and splicing factors was observed when compared lymphocytes (U4, U6, NOVA1, RMB17), monocytes (PRP8, SF3B TV2, CELF4, ESRP2, RBM3, SAM68 TV1, SRSF10, TIA1) and neutrophils (U11, U2, U2AF2, U11, CA 150, ESRP1, PSF, PTB, SRM160).
Correlation studies revealed that disease activity (CRP, ESR, BASDAI) was associated to the alteration of a vast number of spliceosome components in the three subtypes of analyzed leukocytes. In addition, the BASFI index correlated with the expression of splicing factors ESRP1, SRSF1 and TRA2B in neutrophils. The inflammatory, atherogenic and oxidative profile of AS leukocytes was related to the expression of a number of spliceosome molecules in the three leukocyte subsets, although neutrophils exhibited the highest number of deregulated spliceosome components related to inflammation (STAT3, TNF-α, IL-1α, IL-1β, IL-5) and cell adhesion (ICAM-1, SELL, THBS4, CDH5). Finally, endothelial dysfunction correlated with the expression of several components of the major-spliceosome and splicing factors in monocytes and neutrophils. Conclusions: 1) AS patients display a dysregulation of the splicing machinery components associated to disease function and activity.
2) The expression of spliceosome members in the different leukocyte subsets is related to the inflammatory, oxidative and proatherogenic profile of AS patients. Background: Ankylosing spondylitis (AS) remains difficult to diagnose before irreversible damage to sacroiliac joint is noticeable. MicroRNAs (miRNAs) are a group of single-stranded non-coding RNAs of 20-25 nucleotides in length that can potentially regulate every aspect of cellular function. Recent studies have demonstrated that miRNAs can be detected in the circulation and serve as potential biomarkers of various inflammatory pathologies. Objectives: To evaluate whether AS pathogenesis is related to the aberrant expression of plasma miRNAs. Methods: The expression profile of 800 miRNAs in plasma was determined in pooled samples from AS patients and healthy donors (HDs) (n=3 each) using the nCounter technology. Next, candidate miRNAs were validated by real time RT-PCR in a cohort of AS patients and HDs (n=26 each). In parallel, the expression of validated miRNAs was examined in a cohort of 24 psoriatic arthritis (PsA) patients. To evaluate their relevance in the AS pathogenesis, an analysis was performed by using the web-based bioinformatics tool Ingenuity Pathways Analysis (IPA). Association and correlation studies of altered miRNAs with clinical and analytical profile of the AS patients were also performed. AS activity was defined as CRP >5 mg/L and/or BASDAI ≥4 and ESR >20 mm/h. Structural damage was evaluated by mSASSS. Results: In discovery phase, nine miRNAs were differentially expressed (fold change ≥2) in the plasma of AS patients vs. HDs. After validation, higher expression levels of miRNA (miR)-146a-5p, miR-125a-5p, miR-151-3p and miR-22-3p, and lower of miR-150-5p and miR-451a were found in AS vs. HDs. Interestingly, expression levels in AS than in PsA patients were further observed. The areas under the curve, generated to assess the accuracy of miRNAs as diagnostic biomarkers for AS, ranged from 0.717 to 0.798; the six-miRNAs signature reached 0.947. Bioinformatics analysis revealed that miRNAs targeted inflammatory and bone remodeling genes, underlying their potential role in this pathology. Indeed, correlation studies showed an association between these six miRNAs and potential target proteins associated to AS pathophysiology. In addition, miR-146a-5p, miR-146a-5p, miR-125a-5p and miR-22-3p expression was increased in active vs. non-active patients. Moreover, miR-150-5p and miR-451a expression was related to the presence of syndesmophytes in AS patients, underlying their association with structural damage. Conclusions: 1) Several miRNAs are found differentially expressed in plasma from AS patients vs. HDs and other chronic inflammatory pathologies as PsA, indicating that these miRNAs may be considered potential biomarkers for AS diagnose.
2) The differential expression of certain miRNAs is associated to disease activity and structural damage. Overall, this study identified a six-plasma 
